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Abstract of WO9324660 

Viral morphogenesis, production, release or uncoating can be inhibited by effecting inhibition of 
prenylation of, or inhibition of post-prenylation reactions of, at least one viral protein. The use of inhibitors 
of prenylation, and post-prenylation reactions, for example, inhibitors of the mevalonate and prenyl group 
synthesis pathways, inhibitors of prenyl group transferases and mimics of the prenylation target CXXX 
(SEQ ID NO:1) box are disclosed. 



Data supplied from the esp@cenet database - Worldwide 



BEST AVAILABLE COPY 

http://v3.espacenet.com/textdoc?DB=EPODOC&IDX=WO9324660&F=0 2005/12/06 



(i9)B*B#!W (j p) 02) 4$ ]rF £x $g (A) <nmvHm&&m* 

#^F8- 502162 

(43)^B ¥fiE8¥(1996)3/|12B 

(so into. 6 warn* j?pmh& FI 

C12N 7/04 8931 -4B 

A6 1K 45/00 ADY 8415-4C 

C0 7K 14/005 8318 -4H 

C 1 2 N 7/06 8931 -4B 



(21)ffiB#^ 


#^¥6 -500860 




(71)ffl®A 




— XX. 


(86) (22)tfJBB 


¥ft 5 ¥0993) 6£ 1 


B 






*'J7*Ar7 94304, 


(85)ffl|RXtiaiB 


¥fdc6¥(1994)li;§29 


B 






x;i^ a- h "30, 


(86)BB(BBS# 


PCT/US 9 3/0 


5 2 4 7 




#336 




(87)BB&B#^ 


W09 3/2 4 6 6 0 




(72)56W# 






(87)BB&BB 


¥j£ 5 ¥0993)12;! 9 


B 






fc'J^a-^nT" 94122, 


(3l)«5fc»±§g#^ 


0 7/8 9 0. 7 5 4 










(32)«3feB 


1992¥5£29B 






a.— 750, #3 




(33)«5fc*fc£5fiB 


#B (US) 




(74)ft3SA 


#S± IDS «i 














BifcHlORK 



(54) [&W<D%ffi SM'/l'XBBBBJMitt 



(57) K»] 

:/U:=:JWt5«©H#£B*z:£fc:.fcD, 9-f /!>*<!>* 

/An*— h J t>'7l'=.)V{ttt,&!fo (prenyl grou 
p) ©^^iSKOES^ ^U=;HBBB*©BWH^ 
?Vx;HfcBa<jCXXX# y 9 X ©«Bfc <t* tBB-r * C £ 
)BKB»dtiTV»«. 
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2. &mMtfiZfls—Mt<b&yi (prenyl group) ^OPMSJT&^XIi^U' 

n;HE»»i!i©lfiMJ-c&*^, IKteK^J/^i^MMb^tticiBff-r* (mi 

mic) ^XIi^-rJUX^a(Dyu^;HbK?'J (locus) lc ffi^H 1 icIE 

3. R'J'f^Sfi^ iCCXXX. XCXX. XXCXXIiXXXC(DC-^7 5y^lE?"J^# 

±i£ic;fc(,M:, cii^-^-OT^y, ^xii^n^ftffitcaTsy^-c&s 

4. ttSffllftt, CXXX, XCXX, XXCXXIiXXXCIC^-T^, li^il 2 lcieKcD^;So 

6. Rtf-r 'J*>J&«, Dg'Jff&O'OUX (HDV) T-fcU, f^-OUX^GrtUiieHD 
VO^^U^iaBRT*** fi *H 1 icieK<^^>4„ 

IS^«6lZiSig(D^;*o 

8. gi£VJ*>#\ thfeS^i^^MTftiJ, f£2-OU;*^e#*7 (ne 
f) »3^II1 lzlEK(^^;S 0 

9. Rfflll&«fI!i«!iXtt«M*l»1*frlC#*nTfcU. &««#&SI£±ie»t*ttlC 

1 o. ^Maisj^^u-^MbiasaiJiLTa^j-rs^T^oT, 

^^IS. " CXXX" TtyfXZ^tsni <Dm&£m2(D^>\-n-Jim&£ft 
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1 2. ±Eg1©Ifi^ CXXX" #-;^7©tt 
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i\<^fr<DmmG&m&iz&^Tmm&oij)i'#*'>x&<o" cxxx" #<y#x 

jEQ&tlTUS. *5IC, -?-©J:5£:§t££ , tt£e(0— "Ste* (ras) 

— ;Mb**»T. M. Hoffman, .Science (1 9 9 1 ) 2 5 4 : 6 5 0-6 5 1 S 
tfj. B. Gibbs, Cfiii (1 9 9 1) _£_5_ : 1 - 4 U:«fc-3TWJ&MC£*l£. 

^BST(D^U-;MbSK^eic:fcit^WltTli. CXXXtK^*!^ 2. 3te 

\zmmmmmtt. ^uxMmtnza^'». -tru>, *^*->. ->^>x 
iZT^—y^/uTi^o z\<d£?\z. cn*TW5t$nAccxxx^^^^ii, 

^-r^U^se^^U'Zi.iMbli. ffi-&T)W5<<)l<* (hdv) <DBUtemz& 
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CilCliK^JCys-Arg-Pro-GlrKD^KttCXXXTtt^^^^^TtN^o ffeCD^V 'J 
xj-> (virions) COHStf) C -»m<D&$HZ$>2>. C(DJ:ti£fi*)gt7k1£<Z)CXXX* v <? 

cne>cD#w<!:UTi^ nm> AgyffF^ (havj^^ou;*, csyjFBfc (hcv) o 
-cjux. ^;u^*>>yu^^7.C7-r;ux (hsv) , it-r h^p^-ou* ccmv 
) . /s'j-b^-v'^-o-i'ju;* (vzv) . -f >:7jn>-y-'s>ou;^ ^au^e 
■tfv^-y-x^-r h^-fju^ (tmsv) £**a^* h^-r^-tf-r^^-r^ux (bs 
mv) titioimwio^ji'^ &m.fft&o << )\>* (hbv) (Dmam^.n\ihfL^± 

(HIV-1) (nef) &fc*&mV)tii£<DWmtJi£ft3oZ>£RtSi 

-f^t&tz&z-ftiz, *7 (net) a*x-< xnmwzmwte'&mzm-rzzt 

^*ftTtt*-#, U;^Ucn£>lc|5g££ft£fccDTi2£:0 (H. W. Kesstler 
I I IH, CfiJl (1 9 9 1) _6_5_ : 6 5 1 - 6 6 2) „ ffi^T, Ctl bOl^Ifi 
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fili, Drnm&O << fr*<D± (large) T)l$ttML. HBV<Z)^JjFJdtliHIV<D*7 
(nef) IfiT'fe5 0 

i2At2Bll f?£SX(««8£il£-Ol'*£a£#*» MJ^A-fb (tr 
itiated) U >X(i*AP*- hT#.l^$n^fflflSO>§^#I^e>^«^nfc 

BT^T-VU^O-f (HDV) JSsS-li, mtt, tlltl^^-^TJiS^lS^^I^SCL 
, ^MIC^U^'S (K 2) o Ctf)RNA£'OU*li> 1. 7kb(D- 

tmm*izwi±-t2> (6, 7) . z\(Dmnn.u. tmto^^fxd-o 

CD^^l/^KlCtelt-S-^lRlttO^ffiS (=IK>1 9 6 :UAG-MJGG) — *tl 
liffi»<0lB!U:£? t «5 (8) -A^blHC'So C(D«te>IC /jNT\>U*taJ§ili 1 9 5fi 
(D7$/iOI^Tfe^^ *T\>U**aIllis -e-(DC00H^(C^IC 1 9(7)7 5 7 
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(potent trans-dominan 

t inhibitor) T*&2><DlzttU ( 1 0 % 11). *«IC(*/J\S&ra»;&«!&RT& 

±T)\s?faW.(0m&i<D4-Z><D7S.;mZ. Cys-Arg-Pro-Gln-COOHT*£><5o Z\<D 

SI) -li. ^AP>^f>^I$tl5, vXx-O- 1 5J^UtgP# (77^y 
JU) Xli->:*x-f> • 2 Oj^HiBPtt «f^-A / r^—Jl>) (cystein 15 or 20 c 
arbon moieties) izmnT&Zf ^-J^U^mmommt UTBSMttCr t>ttTU<5 
(1 2- 1 4) o ^D^:i^7Ktt^S^li. p 2 1 (Ras) (15, 1 6) & 

>b (12, i 7) iznux^m^nxi^j:z>iz. mmznfiiw& (de 

rivatized protein) 0®t3£-£1*£B*(:r 5 3o f£*(c<£oT, *T-';U^*aJl;&*|5) 

U5**«, &mm$k<5 4 (HBV) (D^iaJ^R^HIV-1(D^7 (nef) iifs^SE: 
3iffi(DJ:UiglMaS (closer) T'U'J^. 
ZXOm^Wi. SAG, LAG. 

GP4F£ [3H] ^ An >gre«i*lxfc. GP4F3MliN IH3T3»MS©BS»{*-C&5 (1 
8) o SAG (1 9) <hLAG (2 0) IfflB&te, -en^n/J^^T-VU^fnJ^^SSW 
iCfUrrS, GP4F«WI&<D«3*f*T&5. 
«»IBII&;S#«!i£>f Ay:7ny h& (El i A) t^UT, /h&tf^T-MU^ia 
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, SDSt^'JT^ F<rJ\,W%7*W) (SDS-PAGE) &tfSt3tft£;* (01 B) 

Mt£ftX^Z><Dtf7fi-£in.T^Z>o mifolkWt* SAG (1 9) , LAG ( 

2 0) (U->2) (1 8) (lx->3) ^PA^^V (2 5 mM) 

J&tf (R, S) - [5-3H] *AP*-h O 4 0mM) *"T— Hfti£«U (3 0) % RIP 
mW& [50mMh'JX (pH7. 5) . 150mM NaCL UNP-40. 0.5^+->3-JHI 
tMJ-JA^ 0. USDS] ICSmSjSfSLfc (20) . (A) 7'j3-h^-fAy7 
□ y h#*TU:j&>(*Jfc (1 1) o yP^h^:, T)\s-?Vi1%\Ztt-$-Z>trite. (a- 6kg 
) ^#^HDV^S#^e.<h-pfelfllJ»c!:t hft^nyj >G (IgG) (Promega) 

(B) £frofc 0 (B) ftSSaKtt (a- <5AglC<fc>5) ICO 

l\T, SDS-PAGE tm%%mti$:'i=i^fco 0 1 (Cfcl^T S l*/Jv?;U*4nJIi£. Ui 

^j^tfiW^Tjk-to tt-y-'t x-?-t>-tf%.\z (+p^;uh>T) ^^nxu 

COcteXC /jNT*(ifc<;*:*aJ£# [3H] *AP >KT«flt£ fifed £li*7-\>U 

[3H] yp'JVXIi [ 3 H] ^/xp^-hO^TT^T-p^'r >ti>P<Dl81RJ£ 
Jfc£fflOfci§^lC i tK ^li©g»btlt (0 2) „ 0 2lCli. 

I8lRJ£/&£* (A) L- [2. 3, 4, 5-3H] ZfU U > (19mM) (94Ci/mmok T> 
;U->*A) ^Xli (B) , [3H] *AP*-h (200mM) (3 0) (D??STT% 
■5-y-^JB«*KlH***« (Promega) ^otft^fc. (A) <h ( B) ICO I NT 
14, 18lRJ£/&lCl4/hx;U**AJmmRNA (U->1) ; *^>U*iaJSiniRNA {U->2 
) ;7K(L^->3) : Xli^T-VU^*^ (Cys211^Ser) ( 2 0 ) mRNA ( 
4) Zm^fco =&J5^<7)— BP (20/x I) £ 1 ral<0RIPAiIffiS$lC;$j!»lU a-<5A 
gT$WS3t»S1*\ ±fE<D«fc?lC#tfTU;fc (11). 
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^VS©*^ [3h] */%n*-hT*WM2ftfz(D 

IdfctU (02B) , /JxS^iaJ^^^^' [3H] U >T«BI$tlXt (0 2 A) 0 
[3h] *AP*-MCcfc<5>^#\ Cys2H**3l5«i(DCXXX7Kyf ^IC#S-T€>C<!: 

&<fc-otc (2 0) . Cys211|i^7 £ ;U^^lcfcrt-5nft-(D->^7 i -r>T$)-5c Cy 
$21 1 £Ser lz3zm&m2l*Z> Z\tlt. -^T)^^M<0^fSi(Omi fclifc btefr-o 
fcjft* (02 A) „ [3h] */tn*-Mc«fc.6-t©«lll4£&fc;0>ofc (02B) . 

JU^=^T&5J:?ICJUL5 (2 1). mmz&^fzCXUtfvZXl*. Cys<£> 

l*yis—MtUmzM.^ltiTz:£&&%i& (13, 1 4) „ C00H*«BlB9iJCys-Ar 
g-Pro-G I n-COOH - SOMcDCXXX/tt 14m 5 - #\ Hr^CD ^ \/—MtWm<Dft 

mffl&*i&m\zttfr£?frm.mzm'<rc. w^mmviw. (hbsa§) #\ /j^ii 
^;u^iaJi<h^iccos-7$fflusiz5®B$r 0 umAcc HBsAg-#w^»fcs*>a*nfc 

^U^ttBR^&ft-B^-f^^tt^** HBsAglCfcff Siatt (fctHBs) £<£l\ if 
SMb»K (clarified media) ±S*&<£ft£2fcl$;£lCct: y #*rrU£o 

g|3lC(4. ^^U^^JltHBsAggP^-^ffltNfc^^^^nTU^o /\°* 
;U (A) (B) iC^HMTIi, C0S-7$fflflS(4, TIE^XS KTSS^H >X 

h^tlfc : HBVa®iaJ^^^H-r-5SV24H (3 1) &tf/J^;U^ia)iii£#gIl 
fSSVLAg (1 9) (U->1) ; *xJU*iaI££fS3i-r*SV24H<!:SVL-*: (lar 
ge) (20) (U->2) ; a^DNAtft*©«BI*;U->^ A2t*«ft (U->3) 
c (C) <fc (D) ICfclvTIi, C0S-7$HBSI4, SV24H<hSVL-^: (large) (L^->4 
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) ; SV24H<hSVL-* (large) CSer211) (20) (U->5) ; &tfDNA&£<D 

mmi3)\,'>OAftWiy> (u->6) Th7>77i^h^o (A) t (o \z 

OOTIi, h7>^7i^x3>4 8 1^18)% (C. HBsAg#W&^£iaHBs£&^ T 
^I{b^H±;l^<D2-mlT'J hA>6>$fe£a:SI£l± (3 1). ilE^ck^lc 
^A/7P^h (a- SAglCfcU) S^b^;ua^-b>^«T^T^7t (01) 
c (B) <h (D) iCOOTIi, h7>77i^ h£ttfc$M£. ^Pf7-t'li 

[50mM HJX (pH8.8) , 2XSDS] laKlftU (20) , 7'J3-hTSS 
kDT) i^ntl^. 

3A) o /Jx&^^JU^JaBRtt. h7>7>7if I- Snfclffllfe't' T^Stlfc** ( 
HI3B) » 7^-TV^0*- ; £:^>i5HBsAg#W^F t 9lCrt'auy u c (03A) . mmcD'MVl 
^F*9^fl^$nTtN-5o (2 2) o 

11->Ser£S*^Mtet;L ^TJV^tn.m<omizmmi\ Pin (package) 

I33D) , if^W^li^rtlCrt^^nfc (03C) o iKT, ±T)\s*fcWL<D&. 

{±JlCi&gT£-5;:£;^ig£ftTU'5o £M#J (productive) ./U^S^IC^ 

i/-M»tt^ifc'iiOciit cxxX/K^^xoteo^M^ic^-pT (2 

3) , X"r^T<DHDVm»«JE9>J (sequenced HDV isolates) (D*<7)Cys21 1 £CXX 



(11) 
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XTt^^^-^CD^lCcfcoT (2 4) . MlC^l&SftTU-So 

n-5c HDV««©HIC, S>tVA (/J\«tllC*a-K<b) ^«WI/T, 

A Mb) C10^MlC«fc«^<ft2-30S**«:«SU 

r*c<h#ai3fc<5 (i4#I) o H4ICI4. sy/Ai^L^VA^W^ 
(regulatory switch) #3j*SttTl^. ««I<Z>IWI::» /Jx^U^lafllfca— Mb 
t5S^7A^»iLt, -kTMfcW&i - IMbTSL^VAICfc*. C 
(D— O(0*£«C!>£S&aESI4» ^JU^ia^COOH^fC 2 O^^^^RS-To Si 
OSfcSli. C00H**7S/»O)ttK*««C<!:T»y» fiP£. Pro (P) -? J 
IximZmtoZ (2 0) -#Gln (Q) iCg^&frlK -t©S*^ryA««l«:«lih 

-r^c sg2osa*B. «w^u--;MbSPffi: (crpq) wftznzzt-c&z 

Iccutv-X^-O ; R\t.T)l¥—> ; Pitta V> ; Q(4^;U*£>T*<fc<5) . 

id. mmizmit^cfDm^mits ;si££fwr<3a>ic?t#T 

IK 2 5) o m2^^li. CXXX/K-y^^^^U^mJ^lcmP^^C^-e^U 

iSit-T^o /J\ttfl[Oflfel«^e»*7 i JU^ttBi's©IBill©«f^SftJIIC4, ZZXD'&m* 
*#oTO&cte>(CJUt<5 : fiP*K ^rVA^SlC^^tl-ScD^iip^J-r^Ci, & 

(omnt uxmntTz z\ttfi-&& e>n-s 4 ^©c-^ffliz ^ </ K©pi«tt (dege 

neracy) #\ £1-£«3e>£MC/cE3C<fc£2fJii UT, :tlb«»Ufn 
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tfltf&feib <ot\2> t^X £>*i3«, 

e>n§o mmmt*. ^ (ras) ^^>i4^«^^«3jh-r^^4i)ic%A 

btlt^fc (2 6) „ p 2 1 Ha-Ras^CXXX/K^^^ICffi^-r-S-^ h^^^KH 
(2, -f >b: hPICfcft-S p 2 1 Ha-Ras(Dy^-;Hk^PflS-r-5 (27) „ 

AT~m%kistzmf&zft$i£i>fc. mmznrc o d x^mn^- (dip) ( 

2 8) (defective interfering particle-like therapy) ^Wlz^Mit 

-?Z>Z\£&7jkv£UTl^Z>o J K[$/hT)\'&%iW.(Dm$VM (source) £*Stgtf> 

tztbtz&mt-fztf (i9, 20) , -E.mmt2>£- : £n&±<Dmm\zftTz>& 
tit* >xm&n±w\&ftv ih-r<DT\ mm±&5-zfttc\-<?s adip#@*t 
ommmm&GLv&^tiiinmcDZLt on, mmm\zKUTnm&}-e$> 

^hyis-Mt&fcomwizn&fimbtiz, cnn mmo-oixizmmorz 

Tli, >AP*- h^J&Sg&<D^»<*T&£, Zf\y-MU } C^% (prenyl group 

&zty\s—Mt2ft&is*T4>&m<DmR{zmz^(Dte^ zf 

U- J lHkO#fl*}K5"J<Difi^l^»t^U^S#) (fc<ty decoys) #£>&o 
Y. ReiseW, (1990) £2 : 81-88li, C-A-A-Xt" 
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IZ. mmW&<D1i)l7t*i'*%ilZ&Z> ; «t>tf»©«ME^teCXXX**-;/*;*£S- 
tJtfi* C-*ttlcJt«fl*l3fi»-r* (closer) ->*7M >*>m&l£tZ U 5 5 ; 0*tc 
, HS^^K^LTIi. XCXX, XXCX;&tfXXXC<DJ&<0t><0#&*. ttXDmmtL 

»^tfct7h (matched sets) Ic&^-r^o ^aUli, Wil%.ZfWi2(Dtt 
^•5. :7V^Mt#'&MTm^££^^ □ 
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■yi/-)\,\*^>7>7jL^—t£f7l'—Mtit£Wi (Prenyl groups) ^U- 
*>tf) ! b£><5 ; -t©J:5tt 1 -D<DWits z>7» (ras) -^f>Jie^©«a^jat«Ul"C 

jctox. cne>©^^M6(cfcits^u-;Hb©Pfl«]^ss'Jt-^c<h^ai 

5^ 'So 
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^tts^-Sc t(DJ:?tew&<Dnm , j* hiuxii. mxn. mi<oz:t<. hav 
% hcv. hsv, cmv, vzv, -< vz^uxy+f s-f ;ux. ^□t-yw ho 

0>(Jl7,(0mtnMJSLm\y\<D^y (nef) Ifi^Dlftt'CttMa^ftS. 

TSSMH* It * U T» e> tifc -f a © ^ L/ — ;Mb««l* Wfli'T * c £ lz cfc u 
, ±Ea«©*3rc*»£IMr*C<fca f aj**. Hie, §OV V*><DBmB 

-Mtmmiz&frtizmwits -mzm<mm#\£isT®^2nz>o mutitzmm 

<DfeK.{Z&W-?Z>&mtzWlft\\Z-D^TiZ Rpmintnn's Pharmaceutical Sciences 
s mmtSL. Mack Publ ishing Co. , Eastoru PA£ jt.fttf.fcl*. &5-&&£UTlZ 
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